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Benoxaprofen-adverse reactions and monitoring in general
practice

P. G. NEWRICK*
Frenchay Hospital, Bristol BS16 1LE

D. BAINTONt
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1 We report on the pattern of use of benoxaprofen (Opren) in a single group practice for
a period which included the complete clinical life of the drug.
2 One hundred and seventy-two patients of the 6495 practice patients had been prescribed
benoxaprofen, but 55% had only a small exposure (< 20 g). Recorded adverse reactions,
of which none was serious, appeared in 25 patients.
3 Most were taking benoxaprofen for osteoarthritis (53%) or non-specific musculo-
skeletal pain (39.9%).
4 The issue of a prescription was not recorded in 19.6% of cases and 88% were on
additional drugs.
5 Greater precision in record-keeping is required to avoid problems similar to the
experience with benoxaprofen.
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Introduction

Benoxaprofen (Opren), initially available in May
1980 was marketed for prescribing by general
practitioners in October 1980. In August 1982,
it was withdrawn from use following a number
of deaths and other side-effects which were attri-
buted to the drug.

Methods

One of us (DB) was receiving, from a local three
doctor general practice, carbon copies of every
prescription issued by the practice as part of
another study. It was possible therefore to identify

every patient who had received a script(s) for
benoxaprofen, within the defined population of
the practice. The original study spanned the
entire clinical life of the drug from May 1980 to
August 1982. With the agreement of the three
general practitioners (GPs) the records of every
patient exposed to benoxaprofen were read in
their entirety by one of the authors (PGN) and a
structured proforma completed to include the
following information: Sex of patient and age at
first script, Date of first script, Total exposure,
Condition for which the drug was used and how
diagnosis was established, Concurrent drug
treatment, Numbers of scripts not recorded in
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the notes, Any record of adverse events
associated with benoxaprofen.

Results

One hundred and seventy-two patients (44
males, 128 females) of the 6495 practice list
(as at July 1981) had taken benoxaprofen at
some time, and had received a total of 426
prescriptions. Complete details were not avail-
able for four patients because they had left the
area. A histogram of age at first script (median
67 years) is shown in Figure 1. Benoxaprofen
was prescribed by the practice for 22 months
(October 1980 to July 1982). Its use was so
rapidly taken up that 60% of the patients received
their initial prescription in the first 8 months.
The peak month for new prescriptions of ben-
oxaprofen was December 1980, only 2 months
after the drug became available for prescription
by GPs.
The pattern of drug exposure was similar for

males and females. The mean number of scripts
per person was 2.5. The mean duration of ex-
posure to the drug was 82 days and mean total
dose of benoxaprofen taken was 49 g. All patients
were taking 600 mg benoxaprofen per day, the
manufacturer's recommended dosage. Figure 2
shows a histogram of total dose of benoxaprofen
prescribed. The overall pattern of prescribing
of benoxaprofen by the practice is displayed
graphically in Figure 3. Ten patients were taking
the drug after the second U.K. report of deaths
associated with its use was published.

Ninety-four (55%) of the patients took 18 g or
less of benoxaprofen-that is, equivalent to a
single 30 day course at 600 mg day-'.
Benoxaprofen was prescribed for osteo-

arthritis in 89 cases (chiefly of knee and hip), for
non-specific symptoms in 67 (e.g. low back pain,
aching legs, sore elbows) and for inflammatory
joint disease in 12 (11 cases of rheumatoid arthritis
and one case of pseudogout). The diagnosis was
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Figure 1 Age at first prescription for benoxaprofen.

0t)

._
40-Q

0)

.00

E
z

90 -

80 -

70 -

60-

50 -

40 -

30 -

20-
10-

0 10 20 30 40 50 60 70 80 90 100 > 100
Total dose (g)

Figure 2 Total dose of benoxaprofen. E Number of
patients experiencing an ADR, O number of patients
without an ADR.
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Figure 3 Benoxaprofen prescriptions by month of
issue. *, Recognition ofADR by doctor (with numbers
below).

made in the following ways: GP clinical diagnosis
alone (36%), or supported by a GP blood test
(5%) or X-ray (18%), or blood test and X-ray
(6%). The diagnosis was made in a hospital
clinic in 35% of patients, of these three-quarters
were already using benoxaprofen prior to their
hospital appointment.
One hundred and fifty-one (88%) patients

were taking other drugs during the time they
were on benoxaprofen-chiefly antibiotics, an-
algesics and diuretics. Six patients were on an
additional non-steroidal anti-inflammatory drug
(NSAID) concurrently, 10 patients had started
benoxaprofen as initial treatment and the re-
mainder had tried one or more similar drugs in
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the past in an attempt to find the most satisfac-
tory agent.
Of the 168 patients for which full details were

available, 25 experienced an adverse drug event
during benoxaprofen treatment. These events
were strongly suspected to be true adverse drug
reactions (ADRs) to benoxaprofen on clinical
grounds, and in all cases follow-up notes showed
resolution of symptoms on stopping benoxapro-
fen. Direct causality was not proved conclusively
and re-challenges were not attempted. Ten
patients (eight during the summer months of
May-August) developed photosensitivity after
mean treatment of 184 days, and the remainder
suffered other cutaneous (six cases) and gastro-
intestinal side effects (nine cases-one of melaena
secondary to duodenitis in a 67 year old female
with no previous gastrointestinal disease or
NSAID usage). This represents a crude incidence
figure of 0.66 adverse reactions per patient year
of treatment. However, because all three doctors
stopped writing prescriptions for those who ex-
perienced an ADR or who derived no benefit,
the risks of developing anADR whilst taking the
drug have been calculated using the life-table
method (Cutler et al., 1958). This allows the risk
to be expressed in relation to the duration of
exposure and is displayed graphically in Figure 4.
The issuing of a benoxaprofen script was not

recorded on 98 occasions in the notes of 33
(19.6%) patients. Of these patients, eight had an
ADR. These latter patients had been issued with
a mean of 11 scripts (range 3-16) and had an
ADR rate of twice that of the remainder of the
group. In six patients there was no mention of
benoxaprofen in the records at all (four cases
had one prescription; one case had two; and one
case had three not recorded).
The characteristics of those patients with an

ADR were not different for age or diagnosis but
they had been on treatment longer and thus
taken a significantly increased total dose of drug
(P < 0.001). Many of the patients exposed to
benoxaprofen were over 70 years and the ex-
perience of this elderly group is contrasted with
the younger patients in Table 1. All 25 patients
with an ADR were on other drugs concurrently
(not other anti-inflammatory agents).
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profen.

Number of patients
77 29 16 9 4 2

60 180 300 420 540 660
120 240 360 480 600

Days on drug

Cummulative risk of reaction to benoxa-

Discussion

Post-marketing surveillance of new drugs will
always be required because trial groups are either
too small to identify an ADR, or differ in some
way from the patient population who will ulti-
mately receive the drug. For instance, the general
practice population receiving benoxaprofen was
elderly, yet taking a standard dose and frequently
using it for ill-defined non-specific symptoms
which cannot be recommended for any new drug.
Our results, however, do not support the view
that the elderly are at risk because of their age
but rather because of prolonged treatment. The
explosive uptake of benoxaprofen in the first few
months after marketing is well shown with 60%
of patients receiving their initial prescription in
the first 8 months. This is a situation which gives
rise to potential hazards in which any delay in
recognising ADRs results in many more patients
being exposed to risk than is necessary.

Traditional GP records are one potential
'hard' source of medical data that can, through
prescription event monitoring (Inman, 1981), be
used to increase ADR detection by the record-
ing of clinical events occurring in patients on
drugs. However, no matter how sophisticated
the methods of data collection, the results are
devalued if the relevant details have not been
recorded by the GP. Our study deals with rela-
tively small numbers only, and yet the shape of
the prescribing curve (Figure 3) and the rates of
ADRs parallel the information available to the

Table 1 Benoxaprofen experience in the elderly

Mean duration of
Age benoxaprofen treatment Number ofadverse
(years) Number (days) reactions

70-94 67 116 10
9-69 101 59 15
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CSM (verbal communication Dr Weber, CSM).
This promises grounds for optimism that smaller,
more local surveillance schemes might yield in-
formation on all but extremely rare ADRs.
Inman (1981) has coherently argued the case

for post-marketing surveillance of new drugs.
Benoxaprofen is now of historical interest only
but methods of surveillance are unchanged.
Greater precision in record-keeping remains

essential if similar problems are to be avoided in
the future.
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